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This action is FINAL. 



OFFICE ACTION SUMMARY 



o the merits Is closed in 



□ Since this application is In condition for allowance except for formal matters, prosecution ai 
accordance with the practice under Ex parte Quayle, 1935 D.C. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire *"X wi „ j ^ ^ 

whichever is longer, from the mailing date of this communication. Failure to respond within the period for response wilfcause 
f 13^(a) iCati ° n t0 beC ° me abandoned t 35 usc - 5 133 >' Extensions of time may be obtained under the provisions of 37 CFR 

Disposition of Claims 



_ month(s), or thirty days, 



Q^CIaimfs) 



Of the above, claim'(s) _ 

□ Oaim(s) 

0"Claim(s> [. 

□ Claim(s) 

□ Claim(s)__ 



is/are pending in the application. 

is/are withdrawn from consideration. 

is/are allowed, 

is/are rejected. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 



•e subject to restriction or election requirement. 



□ The drawing(s) filed 

□ The proposed drawing correction, filed on 

□ The specification is objected to by the Examiner. 

□ The oath or declaration Is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1l9(a)-(d). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) 



_is/are objected to by the Examiner. 
Is □ approved □ disapproved. 



B'Ac 



□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
•Certified copies not received: 



f Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e). $c<f /[QXIOO 
Attachment(s) 

□ Notice of Reference Cited, PTO-892 

□ Information Disclosure Statement^), PTO-1449, Paper No(s). I 3> 

□ Interview Summary, PTO-4 13 

Q Notice of Draftperson's Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-152 

-SEE OFFICE ACTION ON THE FOLLOWING PAGES— 
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DETAILED ACTION 

1. Applicant's amendment, filed 7/19/99 (Paper No. 12), is acknowledged. 
Claims 1-10, 67 and 83 are being acted upon as the elected invention. 

Claims 11-66, 68-82 and the non-elected species have been withdrawn from further consideration by 
the examiner, 37 C.F.R. § 1.142(b) as being drawn to a nonelected invention 

2 ' ™ ll ; 0Se SeCti ° nS ° f ™ e 35 USC n0t included in this Action can be f ^nd in a prior Action 

lnis Orrice Action will be in response to applicant's arguments, filed 7/19/99 (Paper No 12) 
The rejections of record can be found in the previous Office Action (Paper No. 9). 

3. The oath or declaration is defective. A new oath or declaration in compliance with 37 CFR 1 67(a) 
60202 m§ thlS appliCati ° n by a PP lication number and filing date is required. See MPEP §§ 602.01 and 

The oath or declaration is defective because it does not provide for 119(e) priority to the provisional 
application 60/032145. 

Applicant's amendment, filed 7/1/9/99 (Paper No. 12), indicates that the Declaration hs been 
changed to comply with 37 CFR 1.67(a). However, no such Declaration appears attached to applicant's 
amendment. The examiner apologizes for any inconvenience to applicant, but the only Declaration in 
the instant file application is defective for the reasons of record and herein. 

4. Applicant is reminded to amend the first line of the specification to correct the serial number of the 
provisional application relied upon for priority. The serial number should be 60/032145 

5. The Abstract of the Disclosure is objected to because it does not adequately describe the claimed 
invention. Correction is required. See MPEP 608.01(b). 

Applicant's arguments, filed 7/19/99 (Paper No. 12), indicates that in conjunction with arguments 
addressing the 35 USC 112, second paragraph, rejection indicates that the Abstract is suitably descriptive 
of the claimed invention. However, the Abstract does not disclose the particular or elected species of 
accessory molecule ligands. 

6^ This application has been filed with informal drawings which are acceptable for examination purposes 

7 Applicant's arguments, filed 7/19/99 (Paper No. 12), indicates that the various objections and 
informalities indicated in Paper No. 9 be held in abeyance pending notification of allowable subject 
matter. J 
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8. Claims 1-7, 67, 83 are rejected under 35 U.S.C. § 112, first and second paragraphs, as the claimed 
nven ton is not described m such full, clear, concise and exact terms as to enable any person skilled in 
the art to make and use the same, and/or for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Applicant's arguments, filed 7/19/99 (Paper No. 12), have been fully considered but are not found 
convincing essentially for the reasons of record set forth in Paper No. 9. 

ah n A fH P l! Cant ^ ^ thC term " ligand " US6d in the instant claims does not a PP<*r in a vacuum, but 
should be read in the context of "accessory molecule"; which have a meaning both in the art as well as 
he specification (e.g. page 2 of the specification). Here, applicant relies upon "an accessory molecule 
igand tha ,s present on another/different cell type - intercellular reaction. Applicant also relies upon 
the prior art references (Alderson et al. , 1993; Yellin et al. , 1994; Freeman, '310 patent) in order to 
distinguish accessory molecule ligands from cognate accessory molecules to indicate that "accessory 
molecule or costimulatory molecule" have definite, distinct and well known meaning in the art. 

In addition applicant argues in conjunction with In re Wands , PPG Industries Inc. V. Hnardian 
Industries Corp. In re Certain Limited-Charge Cell Culture Mir.rnrsrrW. and the specification to 
indicate that it would not be undue experimentation to enable the scope of the claimed invention For 
example, applicant relies upon various recombinant methods as well as the guidance and direction in the 
specification as filed to support enablement 

The following of record is reiterated with respect to the 35 U.S.C. § 1 12, first and second 
paragraphs, issues with respect to "accessory molecule ligand". 

The instant claims are indefinite in the recitation of "an accessory molecule ligand" because the 
characteristics of the "ligand" are ambiguous and unclear. This language is vague and indefinite since it 
encompasses a myriad of molecules. Applicant has not provided sufficient biochemical information (e g 
molecular weight, ammo acid composition, N-terminal sequence, etc.) that distinctly identifies the "an 
accessory molecule ligand" encompassed by the claimed invention. While page 20 of the instant 
specification discloses that "an accessory molecule ligand" refers to members of TNF family the art 
recognizes a number of different molecules that serve as "an accessory molecule ligand" (e g' members 
of the B7 : CD28 family of costimulatory molecules). The recitation of "an accessory molecule ligand" 
tails to distinctly claim what that protein is and what the compositions are made up of Further it is 
noted that "ligand" can be considered a relative term in that with receptor-ligand interactions, whether a 
molecule is the ligand or the receptor can be a matter of perspective or point of reference (e g CD40 
ligand is a ligand for CD40; CD40 is a ligand for CD40 ligand) 
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There is insufficient direction or guidance provided to assist one skilled in the art in the selection of 
i.^TSSSS? 5 8 ° r fH niC h m0leCl ! leS " COmmensura te * with the claimed invention nor 

^^TOF ft^f^.^^^ aCCCSSOry m ° leCUle ligand " inCludin S 311 members of ^ 
wnnlH rpn T * * l ° ^ the immunorea <*vity of a cell including tumor cells. It 

would require undue experimentation to produce all such possible "accessory molecule ligands" without 
more e xphcit guidance from the disclosure. It would require undue experimentation to investigate all 
such accessory molecule ligands". Applicant has failed to enable or provide written description for 

T g ,f ^ ° f " aCCeSS ° ry m ° leCule ligands " and faiIs <° provide sufficient guidance 
wi h the S lled r er ^ y ° n h 7 t0 ^ and USC " aCCeSSOry molecule "*°*>'> commensurate^ scope 
with the claimed invention to alter immunoreactivity of cells. Reasonable correlation must exist between 

£ ™, Pe h f Tn ^ SC .° Pe ° f enablement set forth - » appears that undue experimentation would 
be required of one skilled m the art to practice the claimed methods to alter immunoreactivity of cells 
with accessory molecule ligands" , commensurate in scope with the claimed invention. 

addlny newmatter reminded ^ amendment muSt point t0 a basis in the specification so as not to 
Applicant's arguments are not found persuasive. 

a Imriunoi^'ioLw ^ 35 USC § 102(b) 35 bein S an ^ipated by Yellin et al. 

(J. Immunol., 1994) for the reasons of record set forth in Paper No. 9. 

Applicant's arguments, filed 7/19/99 (Paper No. 12), have been fully considered but are not found 
convincing essentially for the reasons of record set forth in Paper No. 9. Applicant argues that fails to 
note any mention of transfection in this reference. However, this reference relies upon the T- 

? D t° n e r XpreSSing ° r transfected D11 cel1 lin e (as well as the B2.7 clone) (see Materials and 
Methods, Cell Lines). Therefore, this reference teaches altering the immunoreactivity of human cells 
encoding an accessory molecule ligand. Applicant's arguments are not found persuasive. 

10. Applicant's arguments, filed 7/19/99 (Paper No. 12), indicating that the CV-1 cells of Alderson et 
al. are primate but not human cells has obviated the previous rejection under 35 U S C § 102(b) as 
being anticipated by Alderson et al. (J. Exp. Med., 1993). 

11 Claims 1-7, 67 and 83 are rejected under 35 U.S.C. § 102(e) as being anticipated by Freeman et al. 
(U.b. Patent No. 5,861,310) for the reasons of record set forth in Paper No. 9. 

Applicant's arguments, filed 7/19/99 (Paper No. 12), have been fully considered but are not found 
convincing essentially for the reasons of record set forth in Paper No. 9. Applicant argues that the 
characterization of the reference cannot be confirmed or accepted. However, applicant acknowledges 
that Freeman teaches transgenic supply of B/APC cell accessory molecules (B7, B7-2 and B7-3) and not 
corresponding ligands (e.g. CD28 or CTLA-4), which are distinguishable. Applicant also asserts that 
the references teach transfection of cells with genes that encode accessory molecule that are 
characteristic of normal expression in those very cell types; while the instant invention teaches useful 
transfection of accessory molecule ligands genes that are not normally of functionally expressed in cells 
wmcn express the corresponding and complementary accessory molecules. 
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As pointed out previously, that although it was acknowledged that CD40 ligand is the elected species 
this reference, which 1S used in the obviousness rejection below, anticipates the f claimed methods. 

In contrast to applicant's inability to confirm or accept the characterization of the teaching of Freeman 
e al; this reference is replete with teaching transfecting human cells with costimulatory mofecul^ and 

Turn ?™75 ° f th " InVentl ? n ' Det31,ed Descri P tion of «he Invention, Ex Vivo Modification of a 
Tumor Cell to Express a Costimulatory Molecule, Transfection of a Tumor Cell with a Nucleic Acid 
Encoding a Costimulatory Molecule). ixucieic Acid 

li e hfn?Ih; r ; aPPl r ^ aPP r arS t0 3rgUe Hmitati ° nS n0t Claimed - Althou S h the cIaims ™ interpreted in 

Geunf 988 TlfuT^n^ % P***^ &re n0t read into the claims - * " V" 
yeuns, 988 F.2d 1181, 26 USPQ2d 1057 (Fed. Cir. 1993). See MPEP 2145. 

^ phr3Se " accessor y m °lecule ligand" does not restrict the claims to an accessory molecule 
ll* f VCrSUS T eSP ,° ndmS Hgand SUCh as CD28 because il is a matter of perspective as to which 
bounds or the lack of distinctly defining an "accessory molecule ligand"; the claimed "accessory 
molecule ligand is not limited to one member of a receptor-ligand pair over the other. 

Applicant's arguments are not found persuasive. 

Freest Vm f d"* ^J*** rcjeCted Under 35 USC § 103(a > as bein S ""patentable over 

al G Exn M,d loof ^ N °u 5 ' 861 ' 310) in Vi6W ° f Ydlin et aL (J " Immuno1 ' 1994 > and Alderson et 

forth ir %%Tno. 9 ^ W ^ PageS 40 ~ 53 ° f ^ inStam S P eciflcation for the rea ^ns of record set 

Applicant's amendment, filed 7/19/99 (Paper No. 12), have been fully considered but are not found 
convincing essentially for the reasons of record set forth in Paper No. 9. Given the lack of additional 
arguments addressing this rejection under 35 U.S.C. § 103(a) other than the reliance on addressing 
these references as they apply in the rejection under under 35 U.S.C. § 102; the previous obviousness 
rejection is maintained and reiterated herein for applicant's convenience. 

The instant claims are drawn to methods of altering the immunoreactivity of human cells or treating 
human neoplasia by inserting CD40L "^uug 

Freeman et al. teach altering the reactivity of a cell and treating human neoplasia by introducing a 
gene encoding an accessory molecule ligand (B7) alone or together, that is to be expressed on a cell 
surface, including tumor cells (see entire document). Freeman et al. differs from the instant elected 
invention by not disclosing CD40 ligand as a costimulatory or accessory molecule 

Yellin et al. teach that transfecting cells, including leukemia cells, with CD40 ligand enhances a cell 
costimulatory activity, including the priming and clonal expansion of antigen specific T cells as well as 
providing helper function for cytotoxic T cell responses (see entire document, including the Abstract 
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Alderson et al teach that CD40 ligand transfected cells induce monocytes to become tumoricidal 
against human melanoma cells, which indicated that the CD40 ligand had potent biotoSa?S ftee 
entire document, including the Abstract and Discussion). Alderson et al. Teacfc ZSSi 
either murine or human CD40 ligand (for example, see page 671). transaction w,th 

ma H P T!; ere ?^ T Uld ^ ^ Plima ° bvi0US 10 the ordinar y artisan a * the time the invention was 
made to sub s tlt ute the potent costimulatory/accessory molecule properties of the CD40 ligand Into tie 
methods of Freeman et al. to alter the immunoreactivity of cells, that is, to increase antiSmSSiSSon 
and/or immunoreactivity. The claimed limitations encompassing chimeric genes and vectoXere 
known and practiced by the ordinary artisan at the time the invention was made as eviteed by 
Freeman et al. P ages 40-53 of the instant specification also acknowledges that the g^ll ^L of 

to setrntr f U ^ ^ a " 3t ^ timC thC inVemi ° n W3S made would have been ^^vated 
ncrelt rh § " ^ aCCeSS ° ry m ° leCUle ^ t0 CXpreSS in Cells > includin 8 *™ cells, to 
ortZl*m ; n T n °r Ct F ™ ^ teaChingS ° f the references ' il was a PP ar -t that one of 
Len Sn Thlt * ^ " eXptCtation ° f Success in P roducin S the Maimed 

7tZ il f T heref0r f.' the mven T as a whole was Pnma facie obvious to one of ordinary skill in the art 

to tSe contrary 1 " ^ ' " by refcrenCes ' in the absence of evidence 

Applicant's arguments are not found persuasive. 
13. No claim is allowed. 

forth™ CF "l^la)^ FINAL ' APPliC3nt iS remind£d ° f thC eXtenSi ° n ° f time P 0li ^ as set 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS from the 
mailing date of this action. In the event a first reply is filed within TWO MONTHS of the mailing date 
or this tinal action and the advisory action is not mailed until after the end of the THREE-MONTH 
shortened statutory period, then the shortened statutory period will expire on the date the advisory action 
s mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 

aCtK f In . no event ' however > will the statutory period for reply expire later than SIX 
MONTHS from the mailing date of this final action. 

15. Any inquiry concerning this communication or earlier communications from the examiner should be 
directed to Phillip Gambel whose telephone number is (703) 308-3997. The examiner can normally be 
reached Monday through Thursday from 7:30 am to 6:00 pm. A message may be left on the examiner's 
voice mail service. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christina Chan can be reached on (703) 308-3973. Any inquiry of a general nature or 
relating to the status of this application should be directed to the Technology Center 1600 receptionist 
whose telephone number is (703) 308-0196. cccpuonisi 



# 
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Papers related to this application may be submitted to Technology Center 1600 by facsimile 

cZ7Zn Z S ^ ld ? f T d to Techno,ogy Center 1600 ^ the PTO ^C^rZLa in 

Crystal Mall I. The faxing of such papers must conform with the notice published in the Official 
Gazette, 1096 OG 30 (November 15, 1989). The CM1 Fax Center telephone number 7(^5-301 4. 



Phillip Gambel, PhD. 
Patent Examiner 
Technology Center 1600 
October 4, 1999 

CffRfSTINA Y. CHAN 
SUPERVISORY PATENT EXAMINER 
GROUP 4806^ / y ^ a 



